Abstract
Introduction Aphakia, with an inadequate capsular support for in-the-bag or sulcus intraocular lens (IOL) implantation in the bag or ciliary sulcus, may be the result of complicated cataract surgery, lens dislocation or trauma [1] . Nowadays, the surgical treatment is controversial and remains a challenge. Though several procedures of IOL implantation have been described (sutured scleral fixation, intra-scleral fixation, angle-supported anterior chamber, and anterior chamber or retropupillary iris-claw IOLs) [1] [2] [3] , there are no randomized trials which are comparing different techniques. Hence, the optimal choice for an IOL implant is frequently focused on the eye's status and surgeon's experience [4] .
Several complications have been reported about each of these secondary implants in previous studies. The most common complication of angle-supported anterior chamber IOLs was bullous keratopathy, followed by lens dislocation, secondary glaucoma, macular edema and retinal detachment [5] . Scleral-sutured IOLs offer the advantage of fixation in the posterior chamber, but the surgical technique is technically more difficult and requires a longer surgical time. Inadequate fixation of the scleral sutures can be associated with lens tilt, suprachoroidal and vitreous hemorrhage, or retinal detachment. Moreover, erosion of conjunctiva with exposition of the fixation suture may be associated with an increased risk of endophthalmitis, and the breaking of the suture can lead to IOL dislocation [6] .
For these reasons, iris-claw aphakic IOLs are actually considered as the best choice for secondary implantation in adult patients by many surgeons. In the early 1960s, Collar implanted the first iris-fixated lens after an intra-capsular cataract extraction, but in 1971, Worst came in with the Iris Claw lens, and its modification evolved in the Artisan lens [4, 7] . Actually iris-claw IOL implantation is considered as an effective, predictable and safe option for aphakic eyes without capsule support, with a quicker visual recovery, better better visual outcomes and fewer complications than the other secondary implants. Furthermore, its placement can be performed with a lower invasiveness and in a shorter surgical time than the others [8] [9] [10] . Iris claw IOLs have been successfully implanted either in the anterior or in the posterior chamber [2] . However there is no general consensus about the best placement.
To date, only one prospective study have compared the anterior and posterior secondary iris claw fixation, but this trial involved a relatively small-size sample for a short follow-up; and also no data have been reported on the corneal endothelial cell density (CECD) and the long-term incidence of complications. So far, that study has not resolved safety-related problems [10] .
The aim of our study was to compare the long-term efficacy and the rate of complications of anterior and posterior Iris IOL implantation for the treatment of aphakia without sufficient capsule support.
Methods

Patients and methods
In this retrospective study, we have included all consecutive aphakic eyes without capsular support and who received Artisan iris-claw IOL (Ophtec BV, Groningen, The Netherlands) as secondary IOL implantation at the Department of Ophthalmology, University of Catania (Italy) from February 5, 2008 , to February 5, 2013 .
The study protocol, was approved by the Local Ethics Committee of the Azienda Policlinico Vittorio Emanuele Rodolico, Catania, Italy, confirmed the tenets of the Declaration of Helsinki. A written informed consent form for the processing of personal data was obtained from all patients.
Inclusion criteria. Aphakia which was due to trauma, complicated cataract surgery and lens/IOL luxation, integrity of the iris which allows to enclavation of the IOL's claw, anterior chamber depth >3.2 mm, endothelial cell density >900/mm 2 , intraocular pressure (IOP) � 21 mmHg, normal retinal examination and a follow-up of at least 5 years after the surgical procedure.
Exclusion criteria. Iris defects, glaucoma, uveitis, retinopaties and any ocular co-morbidity that was judged to interfere with the improvement in visual acuity.
If both eyes of the same patient had undergone iris-claw IOL implantation, only 1 was randomly selected for inclusion.
All enrolled eyes were divided into 2 groups: anterior chamber (Group A) and retropupillary (Group B) implantation group. Group A received Artisan iris-claw IOL (Ophtec BV, Groningen, The Netherlands) implantation over the iris, and Group B also received same Artisan iris-claw IOL in a face down retropupillary implantation.
Patient demographics (such as age, gender, and etiology of aphakia) and ophthalmic preoperative and postoperative data were abstracted from the electronic medical records. Two separate abstractors (who had been trained in the methods of chart abstraction) reviewed the charts of patients independently. Definitions for key variables and all data abstraction forms were reviewed. Chart abstractors were masked to the study hypothesis.
Corrected distance visual acuity (CDVA), slit-lamp biomicroscopy examination, gonioscopy, IOP, central corneal thickness (CCT), corneal endothelial cell density (CECD), central macular thickness (CMT) and fundus examination were evaluated preoperatively and after 1 The CDVA was measured using the Snellen chart and was converted to a logarithm of the minimum angle of resolution (logMAR) visual acuity for calculation. Each line on the chart represents a change of 0.1 log unit in the acuity level with a value of 0.02 log unit for each letter. A change of at least 0.1 log units (� 5 letters) was considered statistically significant. A CDVA of 20/2000 and 20/20000 were considered equivalent to counting fingers and hand motion at 2 feet, respectively.
IOP was measured using a Goldmann applanation tonometry. After surgery, a value of IOP >21 mmHg was considered eligible for topical treatment with hypotensive drugs. Preoperative anterior chamber depth and intraocular IOL position at 1 st month after the surgery were assessed with ultrasound bio-microscopy (UBM, ParadigmMedicalIndustries, Salt Lake City, Utah Two side-ports were made at 3 and 9 o'clock positions. Anterior vitrectomy was performed wherever it was required. Miosis was achieved by injecting intra-cameral acetylcholine 1%, subsequently cohesive viscoelastic was injected. Superior limbal corneal incision of 5.5 mm was designed and the Artisan IOL with the vault facing up for the anterior clawed lens, and vault facing down for the retropupillary lens was introduced into the anterior chamber. The IOL was rotated such that the haptics were positioned at 3 and 9 o'clock. Thereafter, Artisan IOL's optic was held with its special Artisan lens forceps; for anterior chamber group, iris was enclavated at mid-periphery between claw haptics using special enclavation micro spatula. In contrast, for the retropupillary fixation, after repositioning of one haptic, the IOL behind the iris was enclavated using the micro spatula, followed by enclavation of the other haptic. Wherever pupil was minimally distorted (i.e. ovalisation of the pupil), light diathermy application was performed to the anterior iris tissue for contraction of tissue. This technique was aimed at achieving immediate post-operative circular pupil. Superior peripheral iridectomy was performed for only those with anterior iris claw IOL implantation. At the end of this procedure the corneal incision is apposed with interrupted 10-0 non-absorbable nylon sutures. Viscoelastic material was aspirated, and sub-conjunctival gentamicin and dexamethasone were injected. Sutures were removed approximately after 2 months. All the patients were prescribed to prednisolone acetate in tapering fashion and moxifloxacin drop 5 times/day for a week.
Statistical analysis. The values of CDVA, IOP, CCT, CECD and CMT were expressed as mean ± standard deviation (SD). In each group, CDVA, IOP, CCT, CECD and CMT mean values were determined before and after IOL implant by ANOVA based comparison; if significant, the difference vs. baseline value was tested by Tukey HSD (Honest Significant Differences) test. Unpaired t-test was used to compare the values of the various parameters detected in both the groups at each time point. Comparison of indications and complications were analyzed with Chi-square test. Statistical significance was set at P<0.05. All the data were analyzed using the Statistical Package for the Social Sciences (SPSS), v.17.0 for Windows (SPSS, Chicago, Ill., USA).
Results
Overall 180 aphakic eyes (Group A: 87 anterior chamber iris-claw fixation, Group B: 93 retropupillary iris-claw implantation) of 180 patients (102 males, 78 females) met the inclusion criteria and were enrolled in the study. Mean age of the patients was 70 ± 6 years (range: 51-85 years). The demographics and etiology of aphakia in both groups are summarized in Table 1 .
The most common etiologic factor was complicated cataract surgery (48% for Group A and 51% for Group B).There was no significant difference in indications in two groups (P = NS, Chi-square test).
CDVA
CDVA improved significantly in both groups (P<0.001, ANOVA), from first week and during the entire follow-up (P<0.001, Tukey HSD). There was no significant difference observed in the mean CDVA between the two groups at each follow-up visit (Table 2) . At the last visit, in Group A, 47 eyes (54%) achieved better CDVA values, 34 eyes (39%) had the same CDVA and 6 eyes (7%) had a poorer CDVA in comparison to preoperative data. In Group B, at the final follow-up, 49 eyes (52.5%) achieved a better final CDVA values, 37 eyes (40%) had the same CDVA and 7 (7.5%) patients had a poorer CDVA in comparison to preoperative data. There was no significant difference observed in the rate of eyes with CDVA improvement between two groups (P = 0.882, Chi-square test). (Table 4) .
CCT and CMT
CCT and CMT did not change after surgery in both groups (ANOVA, NS) and there was no significant difference between two groups at each follow-up visit (paired t-test, NS).
Complications
No intra-operative complications occurred in any of our cases. Postoperative complications are shown in detail in Table 5 . Pigment precipitates were found mainly in Group A (P = 0.009, Chi-square test); the other complications had the same rates in both groups (Chi-square test, P>0.05). No cases of corneal de-compensation were noted during the follow-up. All the IOLs were well-centered 1 week postoperatively. Nevertheless, pupillary ovalization was seen in 1 patient in Group A and in 2 patients in Group B; these distortions were ended within a week. One eye of Group B developed a retinal detachment 3 years after surgery and underwent 25-gauge vitrectomy with gas tamponade. The patient referred a head-trauma occurred five days before the visit.
Discussion
Our study indicates that both the anterior and posterior Iris IOL implantation is effective in the treatment of aphakia without sufficient capsule support by improving visual acuity significantly without serious intra-operative and postoperative complications at the five-year followup. There is still no established consensus on the best choice of treatment to correct aphakia without a sufficient capsule support [1, 11] . Nowadays, the major possibilities for secondary IOL implantation are: transclerally sutured posterior chamber IOLs (PC IOLs) [8] , angle-supported anterior chamber IOLs (AC IOLs) [12] , iris-fixated IOLs introduced through the scleral tunnel [7, [13] [14] and the flanged IOL fixation technique by Yamane et al. [15] . However, irisfixated IOLs are usually preferred by surgeons because they yield an early visual recovery and better visual outcomes that can be performed less invasively and in a shorter surgical time [9] . They also have a lower incidence of intra-operative and post-operative complications than the other two IOL types [7, [16] [17] [18] . However, there is no evidence available about the best placement method for secondary iris-claw IOL implantation that offers the maximum and earliest visual recovery over many years and the lowest complication rate [6, 19] . Despite a higher incidence of IOL dislocation [11] , the retropupillary fixation offers the advantage with physiological posterior chamber implantation, resulting in a deeper anterior chamber and a lower intraoperative and postoperative risk of corneal de-compensation than anterior fixation [11, 20, 21] . However the published literature on iris-claw IOLs in aphakia is limited with relatively small numbers of patients with a short follow-up [1, 8, 17, [22] [23] [24] . In this retrospective study, we have compared the long-term efficacy and the rate of complications for both anterior and posterior Iris IOL implantation to treat aphakia without sufficient capsule support.
Regarding efficacy, in Group A and B the mean CDVA improved significantly from 0.37 ± 0.21 and 0.41 ± 0.22 logMAR preoperatively to 0.15 ± 0.21 and 0.17 ± 0.23 logMAR 1 week after surgery, respectively. After the first month, there was no difference in the postoperative CDVA. In addition, the postoperative CDVA was equal to or better than the preoperative CDVA in 93% and 92.5% of eyes in Group A and B respectively. Our results are similar to those of other studies of iris-claw IOLs [1, 7, 4, 9, 11, 22] and better than those obtained with irissutured PC IOLs, secondary open-loop AC or sulcus-sutured PC IOLs [25] [26] [27] [28] [29] [30] .
The limitation of iris claw IOL, either anterior iris or posterior iris position, includes the 5.5 large incision and the consequent corneal astigmatism. Baykara et al. preferred a scleral tunnel incision with a surgical procedure that normally does not require sutures [21] . Peralba et al. in their retrospective comparative study on iris-claw IOLs reported that creating a wide clear corneal incision could cause a high level of astigmatism if not adequately managed [31] .
All the patients included in our study were operated by the same anterior segment surgeon who performed a superior limbal corneal incision of 5.5 mm. Superior incision is better protected by the superior eyelid while large temporal incision is more exposed to trauma and infections. Precautions were taken to obtain a residual astigmatism after suture removal which was better tolerated. The surgeon who was accustomed to manage the corneal astigmatism was preferred to suture the limbal corneal wound with three 10-0 nylon sutures and selectively removed them after 2 months, depending on the patient's refractive and topographical astigmatism.
However, de Silva et al. have confirmed that it is difficult to assess the functional outcomes for each IOL type, reported in the literature, because these lens are often implanted in eyes with ocular co-morbidities which may themselves limit the final visual outcomes or after complicated cataract surgery, which may itself cause complications [1] .
One primary concern about aphakic iris-fixated IOL implantation is the loss of corneal endothelial cells [7, 32, 33] and it has been reported to be similar to that of routine cataract operation [34] . In our study, the mean CECD decreased by 9 to 10% three years after surgery which is comparable to the results obtained by other studies [8, 35] . Anbari and Lake reported a postoperative decreasing of manual endothelial cell density of about 12% at two-years after retropupillary iris-claw implantation [36] . According to Gicquel et al., the anterior chamber implantation causes a higher endothelial cell loss than the retropupillary one [20] . In our series we had only two cases with an endothelial cell density of <1000 cell/mm 2 which received a retropupillary fixation in both cases. However we preferred to implant IOL retropupillary when the ECC was less than 1200 cells/mm 2 . This surgical approach has been also followed by Peralba et al. in a recent retrospective case series where authors compared outcomes related to the two surgical techniques of implantation [31] .
The mean difference in CECD before and at 1 st week and 1 st month after surgery was 92 (4,9%) and 107 (5,7%) cell/mm 2 in Group A, and 110 (5.9%) and 135 (7.3%) cell/mm 2 in group B, respectively, suggesting that most endothelial cell damage occurs intra-operatively. However Qasem et al. reported that endothelial cell loss rate is meaningless at five years follow-up [37] , with an increase of 1.6% and 0.5% for Group A and Group B respectively from 3 rd to 5 th year. Moreover, in our series there was no evidence of corneal de-compensation during the entire follow-up in both the groups. Yueqin C et al. [7] suggested that the corneal endothelial cell loss may be mainly because of a mechanical injury due to the contact which occurs during the surgical procedure between the endothelium and the instruments or the IOL. This risk can be avoided or limited by protecting the endothelial cells with an adequate amount of viscoelastic material during the surgery. In aphakic iris fixated IOLs, Jonker et al. [38] identified two main risk factors for endothelial cell loss: a shallow anterior chamber depth and a smaller distance between the central and peripheral IOL edge to the endothelium. Baykara et al. [21] suggest that implanting an Artisan aphakic IOL through a scleral tunnel incision results in a less endothelial damage than through a clear corneal incision. To reduce this risk, we performed a limbal corneal incision in all cases and iris-claw IOLs were implanted only in case of aphakic eyes with a deep anterior chamber (>3.2 mm).
As reported previously by Helvaci S. et al. [10] , all eyes achieved the desired anatomic results and no intra-operative complications occurred in any of our cases.
The main postoperative complications reported with Artisan iris-fixated IOLs include: IOP elevation, glaucoma, pupillary block, pupil ovalization, wound leak, IOL dislocation, hyphema, retinal detachment, and cystoid macular edema [7, 8, 35] .
Elevated IOP were noted in 16 patients in Group A and in 21 patients in Group B 1 st week post-operatively, without significant difference in IOP means between the two groups during each follow-up visit. All cases had topical hypotonizing therapy and no prolonged IOP increase was observed. These results were consistent with the data of Helvaci et al. [10] . Two eyes, one in each group developed a late IOP elevation at 3 rd year follow-up visit and after which a topical therapy was started. Both of these patients had a family history for primary open angle glaucoma without any inflammation in the anterior chamber or irido-corneal angle synechiae. In agreement with de Silva et al. [1] , the incidence of lately increased IOP in both groups was comparable to that which was found after a secondary AC IOL fixation (from 0% to 7%) [26, 39] and lower than the value after a secondary sulcus-sutured (from 0% to 30.7%) [17, 27] or iris-sutured PC IOL fixation (from 5% to 30%) [29] . The complete anterior vitrectomy performed probably prevented a permanent IOP increase in our series. We performed the peripheral iridectomies only in Group A and no cases of pupillary block occurred. As suggested by Forlini et al. this could be explained by the posterior vaulting design of this IOL, when fixed in a reverse position retropupillary, and the space between the back of the iris and the IOL optic [2] .
A day after surgery in our series, a total of five eyes (3 from Group A and 2 from Group B) had a wound leak which required a resuturing in two cases (one for each group) for the presence of hypotony and a shallow chamber. As suggested by de Silva et al. [1] , a higher incidence of wound leak is expected in these cases as a consequence of a 5.5 mm corneal incision in eyes with previously incised cornea. To ensure sufficient corneal healing, we roughly left corneal sutures in situ for 2 months before their removal.
Persistent ovalisation of the pupil has been reported from 0% to 13.9% of eyes, especially in patients who underwent iris reconstruction and more frequently after posterior iris-claw IOL implantation [2, 10, 11, 21] . In our study, this complication was temporarily (<1 week) observed in three patients (1 in Group A and 2 in Group B). To avoid this complication, wherever pupil was minimally distorted, the light diathermy application was performed on the anterior iris tissue for contraction of the tissue.
Another challenge of retropupillary implantation is the probability of IOL dislocation into the vitreous cavity when enclavation fails, especially after severe trauma [40] . However, these cases can be often treated by re-enclavation [1] . de Silva et al. reported 6% total incidence of iris-claw IOL dislocation, occurring from 5 days to 60 months after insertion and often due to the rigid claws in the earlier generation IOL models [1] .
In our series we observed a dislocation rate of 1.6% i.e., 2 cases one for each group of spontaneous dislocation at 1 st year of follow-up and 1 case occurring after a head-trauma 3 years after the surgery in Group B. All cases were successfully repositioned. Our rate was comparable to the one reported by other studies of posterior-fixated iris-claw IOLs (0% to 10%) [41] [42] [43] , and lower than the dislocation rate due to suture breakage in scleral-fixated PC IOL (between 7.8% and 27.9%) [12, 44] . It has been suggested that incidence of iris-claw IOL dislocation is higher in IOLs inserted earlier in the series, suggesting a learning curve [1] . Our lower rate could be due to well experienced/trained surgeon. A retinal detachment percentage of 6.3% to 8.2% and a choroidal hemorrhage percentage of 3.2% after the implantation of a trans-sclerally sutured PC IOL were reported by Vote et al. [44] and Bading et al. [12] . In agreement with other studies [1, 10, 23, 41, 45] , we have not observed any such rate of these complications after both techniques. In our series only a traumatic retinal detachment occurred in a patient who had received retropupillary implantation 3 years after the surgery.
Another drawback is the possibility of Artisan IOL damage on the iris [21] . In our study, to reduce the incidence of pigment precipitates at the end of IOL implantation, we had administrated a sub-conjunctival corticosteroid [46] . Notwithstanding, we observed various degrees of pigment precipitates on the surface of the IOL in all eyes 1 day after surgery, that disappeared after topical corticosteroid treatment. During the last follow-up there was a statistically significant difference observed between the two groups, for pigment precipitates (P<0.05, Chisquare test), which were present in 5 eyes in Group A and in 3 eyes in Group B. As shown previously [7] in our study no cases of pigment erosion, progressive pigment dispersion or iritis have been observed.
In our study the total incidence of CME was 1.6% at third month, with a chronic CME incidence of 0%, which is comparable if not better than the rates reported in the literature for each technique. These rates range from 0% to 33% in case of secondary open-loop AC IOL [26, 47] , with higher rates after complicated cataract surgery, from 0% to 7.6% after sulcus-sutured PC IOLs [17, 27] , from 0% to 16.7% after iris-sutured PC IOLs [30] , and from 5.8% to 33% after implantation of scleral-fixated PC IOLs [48, 49] . Our rate is even lower than the rate (from 4.1% to 4.8%) reported in other studies after retropupillary iris-claw implantation [41, 43] .
Conclusions
The study suggests that both anterior and retropupillary implantation of Artisan IOL are effective in visual improvement with a lower rate of complications. In consideration of these results, both anterior and retropupillary implantation of Artisan IOL are easily applicable surgical procedures. The choice of surgical procedure depends on the experience of the surgeon. Moreover, further prospective and randomized studies are required to compare the anterior and posterior implantation of Artisan IOL with a larger sample group and long-term follow-up with the patients.
Author Contributions
Conceptualization: Mario Damiano Toro, Teresio Avitabile. Figus.
